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Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 
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Ll ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 

CN L-P^oiinrglyc^ 
CN talutamyl-L-LryfX 

histidyl-L-a-glutamyl-L-isoleucyl-L-threonyl- (9CI) (CA INDEX NAUtj 

OTHER NAMES * 

CN 114: PN: WO02072005 SEQID: 170 unclaimed sequence 
FS PROTEIN SEQUENCE; STEREOS EARCH 
SQL 17 



PATENT ANNOTATIONS (PNTE) : 
Sequence I Patent 
Source | Reference 

Not Given|WO2002072005 
| unclaimed 
| SEQID 170 



SEQ 1 GGGEVRESAE TLHEITP 

HITS AT: 1-17 

MF C74 H120 N22 029 



LC S?N Files: CA, CAPLUS , TOXCENTER, USPATFULL 

DT CA CAplus document type: Patent 

rl'.P Roles from patents: PRP (Properties) 
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USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or _ storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 14 Jun 2004 VOL 140 ISS 25 
FILE LAST UPDATED: 13 Jun 2004 (20040613/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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L2 ANSWER 1 OF 1 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 
SOURCE: 



HCAPLUS COPYRIGHT 2004 ACS on STN 
2002:716012 HCAPLUS 
137:243330 

Linear y-carboxyglutamate-rich conotoxins with 
possible therapeutic uses 

Olivera, Baldomero M. ; Mcintosh, J. Michael; Garrett, 
James E. ; Walker, Craig S . ; Watkins, Maren; Jones, 
Robert M . 

University of Utah Research Foundation, USA; Cognetix, 
Inc . 

PCT Int . Appl. , 113 pp. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND DATE 



WO 2002072005 
WO 2002072005 

W: AE, AG, 
CO, CR, 
GM, HR, 



A2 20020919 
A3 20030123 
AL, AM, AT, AU, 
CU, CZ, DE, DK, 
HU, ID, IL, IN, 



APPLICATION NO. DATE 

WO 2002-US6863 20020307 



AZ, 
DM, 
IS, 



BA 
DZ 
JP 



, BB, BG, BR, BY, BZ, CA, 
, EC, EE, ES, FI, GB, GD, 
, KE, KG, KP, KR, KZ, LC, 



CH, CN, 
GE, GH, 
LK, LR, 
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LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX MZ, NO, NZ, OM, PH, 
PL PT RO RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 
UA UG' UZ VN YU ZA ZM ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: In, gm', Ik Is', Mw', MZ! so, sl, sz, tz, ug zm, zw, at, be, ch 

CY, DE, DK, ES, FI, FR, GB, GR, IE, IT LU, MC, NL, PT, SE, TR, 
BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE , SN TD, TG 

OS 2003065138 Al 20030403 US 2002-92367 20020307 

PRTORTTY APPLN INFO • US 2001-273639P P 20010307 

AB The invention relates to linear Y -carboxyglutamate rioh conotoxins 

derivs! o pharmaceutically acceptable salts thereof, and uses thereof, 
including the treatment of neurol. and psychiatric disorders, such as 
anticonvulsant agents, as neuroprotective agents as ---protective 
3npnts or for the management of pain. The invention further relates to 
nucieic acid sequences encoding the conopeptides and encoding propeptides, 
as well as the propeptides. 
IT 459871-55-7 

(unclaimrfe q e uence; linear Y -carboxyglutamate-rich conotoxins 
with possible therapeutic uses) 



=> d ^ 17 i ft! F— RFCISTRY GGG [ ' GLU ' ' GLA ' ] VR [ ' GLU 1 ' GLA ' ] S A [ ' GLU ' ' GLA ' ] TL 

1 h [ ' GLU ' ' GLAH i^P ■ Sp > ] I GGG [ ■ GLU' ' GLA 1 ] VR [ ' GLU ' ' GLA ' ] SA [ 1 GLU ' ' G 
LA' ] TLH [ ' GLU ' ' GLA' ] ITP/SQSP 
L2 1 SEA FILE=HCAPLUS LI 

£ 288 3 til SEISES S N AN°0 X (GLUTAMICCARB0XY ? OR GLUTAM ? (A)CARBOXY7 

L5 28 SEA FILE=HCAPLUS L3 AND (CARBOXYGLUTAM? OR CARBOXY? (A) GLUTAM? ) 

L6 28 SEA FILE=HCAPLUS L4 OR L5 

L7 27 SEA FILE=HCAPLUS L6 NOT L2 

=> d ibib abs 17 1-27 

L7 ANSWER 1 OF 27 HCAPLUS COPYRIGHT 2004 ACS on STN 

ACCESSION NUMBER: 2004:437807 HCAPLUS nn ^_ trans i at ional 

tttt tt • Determining sequences and post-translationai 

TliLh - modifications of novel conotoxins in Conus 

victoriae using cDNA sequencing and mass spectrometry 
AUTHOR (S)- Jakubowski, Jennifer A.; Keays David A. ; Kelley, 

AUTHOR(S). p Sandallf Dav id W.; Bingham, Jon-Paul; 

Livett, Bruce G.; Gayler, Ken R. ; Sweedler, Jonathan 

4-™,-^+- r^-F rhpmi qtrv and the Beckman Institute, 
CORPORATE SOURCE: |*P"££j f f iSfisT Urbana-Champaign, IL, 61801, 

qonRCE . Journal of Mass Spectrometry (2004), 39(5), 548-557 

S0URCb - CODEN: JMSPFJ; ISSN: 1076-5174 

PUBLISHER: John Wiley & Sons Ltd. 

DOCUMENT TYPE: Journal 

AB NGU A G combination of cDNA^Sng and detailed mass spectrometry analyses was 
i"r,: H t- n identify novel conotoxins from Conus victoriae. 
SSSriStST fences were detained u i„, ~1 »~ ~ 
belonging to the A superfamily (Vcl.l), six oeionging 
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(Vc6 1-VC6.6) and four members of the T superfamily (Vc5 . 1-Vc5 . 4 ) . In 
order to verify the sequences and identify the post-translational 
modifications (excluding the disulfide connectivity) of three Conus 
victonae cone toxins vela vc5a and vc6a, deduce dfrom /electrospray 
sequences Vcl.l, Vc5.1, and VCb.i, xet.p., hm i 
ionization ion trap mass spectrometry, matrix-assisted laser 
H^oJotion/ionization time-of-f light mass spectrometry and nanospray 
ionization ion ap mass spectrometry with collisionally induced dissociation 
were performed on reduced and alkylated venom fractions We report that 
vela, the native form of «- conotoxin Vcl.l (an unmodified _ 
16 amino acid residue peptide that has notable pain-relieving 
capabilities), includes a hydroxyprolme and a y- 

is a 25 amino acid peptide with three disulfide bonds. 



ANSWER 2 OF 27 HCAPLUS COPYRIGHT 2004 ACS on 



L7 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



STN 



AUTHOR(S) : 

CORPORATE SOURCE: 
SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



2003: 952792 HCAPLUS 
140: 194777 

Efficient oxidative folding of conotoxxns 
and the radiation of venomous cone snails 
Bulaj, Grzegorz; Buczek, Olga; Goodsell, Ian; Jimenez, 
Elsie C; Kranski, Jessica; Nielsen, Jacob S.; 
Garrett, James E . ; Olivera, Baldomero M. 
Department of Biology, University of Utah, Salt Lake 

City, UT, 84112, USA , 
Proceedings -of the National Academy of Sciences of the 
United States of America (2003), 100(Suppl. 2), 
14562-14568 

CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 

English c,™^! i 

The 500 different species of venomous cone snails (genus Conus) use small, 
hiahlv structured peptides (conotoxins) for interacting with 
orev predators and competitors. These peptides are produced by 
translating mRNA from many genes belonging to only a few gene 
suKrf amines Each translation product is processed to yie d a great 
diversity of different mature toxi^ 

m0 st of which are 12-30 aa in length j disu ifide configuration 

^°r f efp^ob emltic?' suggesting that in vivo mechanisms for efficiently 
foldina the diversity of conotoxins have been evolved by the 
cone snails We demonstrate here that the correct folding of a Conus 

s^T 1 - r^r ess amino ' 

^temlt^liy ^cSTESt cfrtaiX ^specialized 
Captations for efficient microprot.in folding are reguired. 



REFERENCE COUNT: 



L7 ANSWER 3 OF 27 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



29 



THVRE ARE 2 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD ALL CITATIONS AVAILABLE IN THE RE FORMAT 



STN 



HCAPLUS COPYRIGHT 2004 ACS on 
2003: 62579 HCAPLUS 
139 * 48393 

Isolation, Structure, and Activity of GID, 



a Novel 
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AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 

DOCUMENT TYPE: 
LANGUAGE : 
AB 



a4/7- Conotoxin with an Extended 
N-terminal Sequence 

Nicke, Annette; Loughnan, Marion L.; Millard, Emma L . ; 
Alewood, Paul F. ; Adams, David J.; Daly, Norelle L.; 
Craik, David J.; Lewis, Richard J. 

Institute for Molecular Bioscience, University of 
Queensland, Brisbane, Queensland, 4072, Australia 
Journal of Biological Chemistry (2003), 278(5), 
3137-3144 

CODEN: JBCHA3; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 

Biology 
Journal 

tSl ,H English 

Using assay-directed fractionation of Conus geographus crude venom, we 
isolated a- conotoxin GID, which acts selectively at 
neuronal nicotinic acetylcholine receptors (nAChRs) . Unlike other 
neuronally selective a- conotoxins, a-GID has a four 
amino acid N-terminal tail, y- carboxyglutamate (Gla) , and 
hydroxyproline (O) residues, and lacks an amidated C terminus. GID 
inhibits oc7 and a3p2 nAChRs with IC50 values of 5 and 3 
nM, resp. and is at least 1000-fold less potent at the 
alBlyo, a3[34, and a4(34 

combinations. GID also potently inhibits the tx4[32 subtype 

(IC50 of 150 nM) . Deletion of the N-terminal sequence (GIDA1-4) 

significantly decreased activity at the cx4p2 nAChR but hardly 

affected potency at cc3p2 and a7 nAChRs, despite enhancing 

the off-rates at these receptors. In contrast, Argl2 contributed to 

a4B2 and a7 activity but not to a3p2 activity. 

The three-dimensional structure of GID is well defined over residues 4-19 
with a similar motif to other a- conotoxins. However, 

despite its influence on activity, the tail appears to be disordered m 
solution Comparison of GID with other <x4/7- conotoxins which 
possess an NN(P/0) motif in loop II, revealed a corre J at ^^ to 
increasing length of the aliphatic side-chain m position 10 (equivalent to 



in 
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L7 ANSWER 4 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB The marine 
K-dependent 



27 HCAPLUS COPYRIGHT 2004 ACS on STN 
: 2003:12557 HCAPLUS 

138:267664 , . 

Expression and characterization of recombinant vitamin 

K-dependent y- glutamyl 

carboxylase from an invertebrate, Conus 
text i le 

Czerwiec, Eva; Begley, Gail S.; Bronstein, Mila; 
Stenflo, Johan; Taylor, Kevin; Furie, Barbara C; 
Furie, Bruce 

Marine Biological Laboratory, Woods Hole, MA, USA 
European Journal of Biochemistry (2002), 269(24), 
6162-6172 

CODEN: EJBCAI; ISSN: 0014-2956 
Blackwell Science Ltd. 
Journal 

English , ^, , 

snail Conus is the sole invertebrate wherein both the vitamin 
carboxylase and its product, y- carboxy glutamic 
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acid, have been identified. To examine its biosynthesis of y- 
carboxyglutamic acid, we studied the carboxylase from Conus yenom 
ducts The carboxylase cDNA from Conus textile has an ORF that encodes a 
811-amino-acid protein which exhibits sequence similarity to the 
vertebrate carboxylases, with 41% identity and * 60% sequence 
similarity to the bovine carboxylase. Expression of this cDNA in COS 
cells or insect cells yielded vitamin K-dependent carboxylase activity and 
vitamin K-dependent epoxidase activity. The recombinant carboxylase has a 
mol. mass of * 130 kDa. The recombinant Conus carboxylase 
carboxylated Phe-Leu-Glu-Glu-Leu and the 28-residue peptides based on 
residues - 18 to + 10 of human proprothrombin and proFactor IX with Km 
values of 420 uM, 1.7 uM and 6 pM, resp . ; the Km for vitamin K is 
52 uM The Km values for peptides based on the sequence of the 
conotoxin e-TxIX and two precursor analogs containing 12 or 29 
amino acids of the propeptide region are 565 uM, 75 uM and 74 uM, 
resp The recombinant Conus carboxylase, in the absence of endogenous 
substrates, is stimulated up to fivefold by vertebrate propeptides but not 
by Conus propeptides. These results suggest two propeptide-binding sites 
in the carboxylase, one that binds the Conus and vertebrate propeptides 
and is required for substrate binding, and the other that binds only the 
vertebrate propeptide and is required for enzyme stimulation The marked 
functional and structural similarities between the Conus carboxylase and 
vertebrate vitamin K-dependent y-carboxylases argue for _ conservation 
of a vitamin K-dependent carboxylase across animal species and the 
importance of y- carboxyglutamic acid synthesis in diverse 

R _„ R ^°i- C O^T emS ' 54 THERE ARE 54 CITED REFERENCES AVAILABLE FOR THIS 

REFERENCE COUNT. RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L7 ANSWER 5 OF 27 HCAPLUS COPYRIGHT 2004 ACS on STN 
ACCESSION NUMBER: 2002:8 634 90 HCAPLUS 

nnrnMFNT NUMBER: 138:380659 

DOCUMEN1 NUMhstK structure of a Novel P-superf amily Spasmodic 

Conotoxin Reveals an Inhibitory Cystine Knot 

Motif . l _ . 

AUTHOR ( S ) • Miles, Luke A.; Dy, Catherine Y . ; Nielsen, Jake; 

AUTH0R(S) - Barnham, Kevin J.; Hinds, Mark G. ; Olivera, Baldomero 

M ; Bulaj, Grzegorz; Norton, Raymond S. 
CORPORATE SOURCE : NMR Laboratory The «fter and Eliza Hall Instxtute of 

Medical Research, Parkville, 305^, Australia 
S0URCE . Journal of Biological Chemistry (2002), 277(45), 

43033-43040 

CODEN: JBCHA3; ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 

LANGUAGE: ?7-residue polypeptide encoded by 

M SfgiorS^h:/" s rlceSly identi?i 6 d P a? a ho^olo, o£ the "spasmodic 

y- carboxyglutamate (Gla) residues found m tx9a Ser8 and 

Alal3 in gm9a) nor Glyl (Serl in gm9a) are crucial f °| b J° 1 ; *^^i ut ^ n and 
have determined the three-dimensional structure of n a ^ knot 

demonstrated that the mol. adopts the well known inhibitory cystine 
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motif constrained by three disulfide bonds involving Cys2-Cysl6 
Cys6-Cysl8 and Cysl2-Cys23. Based on the gm9a structure, the sites of Gla 
substitution in tx9a are in loops located on one surface of the mol . , 
Shicn is unlikely to be involved directly in receptor binding Because 
this is the first structure reported for a member of the newly defined 
P-superfamily conotoxins, a comparison has been made with 
structurally related conotoxins. This shows that the structural 
scaffold that characterizes the P-conotoxins has the greatest ...... 

Potential for exhibiting structural diversity among the robust inhibitory 
cystine knot-containing conotoxins, a finding that has implications 
for functional epitope mimicry and protein engineering 
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SOURCE: 

DOCUMENT TYPE: 
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PATENT NO. 



2002 :11196b HCAPLUS 
137 : 289027 

Alpha conotoxin peptides with analgesic 
properties 

Livett, Bruce; Khalil, Zeinab; Gayler, Kenwyn; Down, 
John 

Australia 

PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KIND DATE 



WO 2002079236 
W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PL, PT, 
UA, UG, 
TJ, TM 
RW: GH, GM, 
CY, DE, 
BF, BJ, 
EP 1385874 
R: AT, 
IE, 



Al 20021010 
AL, AM, AT, AU, 



CU, 
HU, 
LU, 
RO, 
US, 



CZ, 
ID, 
LV, 
RU, 
UZ, 



DE, 
IL, 
MA, 
SD, 
VN, 



DK, 
IN, 
MD, 
SE, 
YU, 



AZ, 
DM, 
IS, 
MG, 
SG, 
ZA, 



APPLICATION NO. DATE 

WO 2002-AU411 
BA, BB, BG, BR, 



DZ, 
JP, 
MK, 
SI, 
ZM, 



EC, 
KE, 
MN, 
SK, 
ZW, 



EE, 
KG, 
MW, 
SL, 
AM, 



ES, 

KP, 
MX, 
TJ, 
AZ, 



LS , 
ES, 
CG, 



BE, 
SI, 

PRIORITY APPLN. INFO. 

OTHER SOURCE (S) 
AB 



KE, 
DK, 
CF, 

Al 
CH, DE, 
LT, LV, 



MW, 
FI, 
CI, 



MZ, 
FR, 
CM, 



20040204 
DK, ES, 
FI, RO, 



SD, 
GB, 
GA, 

FR, 
MK, 





20020328 






BY, 


BZ, 


CA, 


CH, 


CN, 


FI, 


GB, 


GD, 


GE, 


GH, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


TM, 


TN, 


TR, 


TT, 


TZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


ZM, 


ZW, 


AT, 


BE, 


CH, 


MC, 


NL, 


PT, 


SE, 


TR, 


MR, 


NE, 


SN, 


TD, 


TG 




20020328 






LU, 


NL, 


SE, 


MC, 


PT, 



20010329 
20020328 



SL, SZ, TZ, UG, 
GR, IE, IT, LU, 
GN, GQ, GW, ML, 

EP 2002-713927 
GB, GR, IT, LI, 
CY, AL, TR 
AU 2001-4094 A 
WO 2002-AU411 W 
smmk,,,,,- MARPAT 137:289027 

This invention relates to novel a- conotoxin- like peptro.es 

orTSSs proline, hydroxyproline or glutamlne; each of Xaa2 to XaaB 
and Xaall is independently any ammo acid; Xaa9 is proline, nyoroxyp 
or glutamine; XaalO is aspartate, glutaniate or y- terminus 
carboxyglutamate; Xaall is optionally absent; and the C-te minu 
is optionally amidated, with the proviso that the peptide is not a 
conotoxin Epl or a- conotoxin Iml . The peptides from nerve 

are useful in the treatment or prevention of pain, ^J^overytrom 
injury, and in the treatment of painful neurol . conditions such as stroKe. 
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2001: 611748 HCAPLUS 
135:190428 

Use of conantokins for treating pain 

Olivera, Baldomero M . ; Mcintosh, J. Michael; McCabe, 

R Tyler; Layer, Richard T.; Zhou, Li-Ming 

University of Utah Research Foundation, USA; Cognetix, 

I nc 

U.s!, 60 pp., Cont.-in-part of U.S. Ser. No. 283,277. 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: USXXAM 
Patent 
English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 6277825 
WO 9803189 



W: 



RW: 



AL, 
DK, 
LK, 
RO, 
VN, 
GH, 
GB, 
GN, 



AM, 
EE, 
LR, 
RU, 
YU, 
KE, 
GR, 
ML, 



Bl 
Al 
AT, AU, 



20010821 
19980129 
AZ, BA, 



ES, 
LS, 
SD, 
AM, 
LS, 
IE, 
MR, 



FI, 
LT, 

SE, 
AZ, 
MW, 
IT, 
NE, 



GB, 
LU, 
SG, 
BY, 
SD, 
LU, 
SN, 



GE, 
LV, 

SI, 
KG, 
SZ, 
MC, 
TD, 



BB, 
HU, 
MD, 
SK, 
KZ, 
UG, 
NL, 
TG 



19990720 
19970721 
CN, CU, 



US 1999-357141 
WO 1997-US12652 
BG, BR, BY, CA, CH, 

IS, JP, KE, KG, KP, KR, 
MK, MN, MW, MX, NO, NZ, 
TJ, TM, TR, TT, UA, UG, 
RU, TJ, TM 

AT, BE, CH, DE, DK, ES, 
SE, BF, BJ, CF, CG, CI, 



IL, 
MG, 
SL, 
MD, 
ZW, 
PT, 



CZ, 
KZ, 
PL, 
US, 

FI t 
CM, 



DE, 
LC, 
PT, 
UZ, 

FR, 
GA, 



PRIORITY APPLN. INFO. 



US 1996-684750 
US 1996-762377 
WO 1997-US12652 
US 1999-142076 



A2 19960722 
A2 19961206 
W 19970721 
Al 19990210 
A2 19990401 



OTHER SOURCE (S) 
AB 



US 1999-283277 
SOURCE): MARPAT 135:190428 

The oresent invention is directed to the use of conantokm peptides 
c£a£o5£ Peptide derivs . and conantokin peptide ^i-ras referred to 
collectively as conantokins, having 10-30 amino acids, including 
oreferably two or more y- carboxyglutamic acid residues, 
for the treatment of neurol . and psychiatric disorders, such as pain, 

e.g., as an ^ 1 ^ S ^ 6 agen ^ ERE AR£ 16 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE COUNT: 



L7 ANSWER 8 OF 27 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE: 



HCAPLUS COPYRIGHT 2004 ACS on STN 
2000: 894820 HCAPLUS 

134:349220 . 
Post-translational modification: A two-dimensional 
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Robert; Cook, Brady; Cruz, Lourdes J.; Olivera, 
Baldomero M. ; Bandyopadhyay , Pradip 
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James P.; Barany, George. Kluwer Academic Publishers: 

Dordrecht, Neth. 

CODEN: 69ATHX 
DOCUMENT TYPE: Conference 
LANGUAGE* English 

AB The ' venomous cone snails (Conus), arguably the largest living genus of 

marine animals, use venom for capturing prey, defense and other purposes . 
The venoms contain 50-200 relatively small peptides that specifically 
target receptors and ion channels. A remarkable intra- and interspecific 
Pharmacol, diversity has evolved in Conus peptides. This paper focuses on 
one facet of this diversity, the unprecedented variety of 
nnst-t-ranslational modifications found in these peptides. 
REFERENCE COUNx 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

REFERENCE COUN1 . RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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DOCUMENT NUMBER: 132:344323 rBrpntnr 

TITLE • Structure-function relationships of the NMDA receptor 

antagonist peptide, conantokin-R 
AUTHOR (S) : Blandl, T . ; Warder, S. E . ; Prorok, M.; Castellino, F. 

CORPORATE SOURCE: Department of Chemistry and Biochemistry, University 

of Notre Dame, Notre Dame, IN, USA 
S0URCE . FEBS Letters (2000), 470(2), 139-146 

CODEN: FEBLAL; ISSN: 0014-57 93 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Conantokin-R (con-R) is a y- carboxyglutamate-containing , 

27-residue neuroactive peptide present in the venom of Conus radiatus, and 
acts as a non-competitive antagonist of the N-methyl-D-aspartate (NMDA) 
receptor. This peptide features a single disulfide bond, a type of 
structural element found in most classes of conotoxms , but not 
in other conantokins. The NMDA receptor antagonist activity of chemical 
synthesized con-R was determined through an assay involving inhibition of the 
spermine-enhanced binding of the NMDA "ceptor channel blocker, 
[3H]MK-801, to rat brain membranes, and yielded an IC50 of 93 nM . This 
value represents a 2-5 times better potency than con-G or con-T, the other 
two characterized conantokins. CD anal, of the metal-free form of con-R 
is indicative of a low a-helical content. There is an increase i 
n-helicitv upon the addition of divalent cations, such as Ca2+, Mg2+ 
or Zn2 + "isorhermal titration calorimetry expts. showed one detectable Mg2 + 
binding site with a Kd of 6.5 nM, and two binding sites for Zn2+, with 
Kd values of 150 nM and 170 jxM . Residue-specific information o the 
conformational state of con-R was obtained by two-dimensional 1H-NMR . 
Analyses of the a-proton chemical shifts, NOE patterns, and hydrogen 
exchange rates of the peptide indicated an a-helical conformation 
for residues 1-19. Synthetic con-R-derived peptide variants, containing 
deletions of 7 and 10 amino acid residues from the carboxy-termmus of the 
wild-type peptide, displayed unaltered cation binding and NMDA receptor 
antaaonist properties. The a-helical secondary structures of the 
?wo truncation peptides were more stable than full-length con-R, as . 
evidenced by CD measurements and reduced backbone hydrogen exchange rates. 
These result provide exptl. evidence that the structural elements common 
to the ee conantokins thus far identified are the primary determinants 
for rereotor function and cation binding/secondary structure stability. 
PEFERENCE COUNT 29 THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS 

REFERENCE COUNT. RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Search completed by David Schreiber x22526 



Kam 10/092,367 



L7 ANSWER 10 OF 27 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



HCAPLUS COPYRIGHT 2004 ACS on STN 
2000: 68909 HCAPLUS 
132:330728 

The spasmodic peptide defines a new conotoxin 
superf amily 

Lirazan, Marcelina B. ; Hooper, David; Corpuz, Gloria 
P.; Ramilo, Cecilia A.; Bandyopadhyay, Pradrp; Cruz, 
Lourdes J.; Olivera, Baldomero M. 

Department of Biology, University of Utah, Salt Lake 
City, UT, 84112, USA 

Biochemistry (2000), 39(7), 1583-1588 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 

ti< ;k ■ English 

A peptide from the venom of Conus textile that makes normal mice assume 
the phenotype of a well-known mutant, the spasmodic mouse was purified 
and characterized. This spasmodic peptide has 27 amino acids, including 
two y- carboxyglutamate (Gla) residues. A cDNA clone 
encoding the precursor for the peptide was identified; a 
Y-carboxylation recognition signal sequence (y-CRS) is present 
in the -1 -» -20 region of the peptide precursor. Both the _ 
v-CRS and the position of the Gla residues in the mature toxin are 
notably different from other Gla-containing conopeptides . The spasmodic 
peptiae has a novel disulfide framework and distinct signal sequence which 
?ogether define a new P-superf amily of conopeptides A cDNA encoding 
another member of the P-su P erf amily was identified from a different 

nrVVnllltTom™ 3 ^ST^HERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS 
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The T-superf amily of conotoxins 

Walker, Craig S . ; Steel, Douglas; Jacobsen, Richard 
B • Lirazan, Marcelina B.; Cruz, Lourdes J.; Hooper, 
David; Shetty, Reshma; DelaCruz, Richard C; Nielsen, 
Jacob S.; Zhou, Li Ming; Bandyopadhyay, Pradip; Craig, 
A Grey; Olivera, Baldomero M. 

Department of Biology, University of Utah, Salt Lake 
City, UT, 84112, USA 

Journal of Biological Chemistry (1999), 274(43), 
30664-30671 

CODEN: JBCHA3; ISSN: 0021-9258 

American Society for Biochemistry and Molecular 

Biology 
Journal 

wfreport the discoverfana initial characterization of the T-superf amily 
of conotoxins Eight different T-superf amily peptides from five 
^onunScierwere'identified; they share a consensus signal sequence and 
a conserved arrangement of cysteine residues (- -CC- -CC-). J.^ P ?™^ 
peptides were found expressed in venom ducts of ali tor feeding types of 
Conus- the results suggest that the T-superf amily will be a large and 
Averse croup of peptides, widely distributed in the 500 different Conus 
sScies ?hese peptides are likely to be functionally diverse; although 
the peptides are small (11-17 amino acids), their sequences are strikingly 
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diveraent, with different peptides of the super family exhibiting varying 

post-translational modification. Of the three peptides tested 
for in vivo biol. activity, only one was active on mice but all three had 
effects on fish. The peptides that have been extensively characterized 
are as follows: P 5a, GCCP-KQMRCCTL* ; tx5a, yCCyDGW+CCTAAO; and 
au5a, FC-CPFIRYCCW (where y = y- carboxyglutamate, W+ _ 
= bromotryptophan, O = hydroxyproline, T = glycosylated threonine, and - 
COoS-terminal amidation) . We also demonstrate that the precursor of tx5a 
contains a functional y-carboxylation recognition signal in the l 
to -20 propeptide region, consistent with the presence of y- 

REFERENCE°COUNT^ ama ^ e "If" THERE^ARE^^CITED REFERENCES AVAILABLE FOR THIS 
REFERENCE COUNT. RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Recognition Site in the Precursor of the y- 
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Snail Conus textile t , 

AUTHOR ( S ) * Bush, Kristine A.; Stenflo, Johan; Roth, David A.; 

AUTH ° R{S) * czerwiec, Eva; Harrist, Alexia; Begley, Garl S . ; 

Furie, Barbara C; Furie, Bruce 

CORPORATE SOURCE: Center for Hemostasis and Thrombosis Research, Harvard 
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qnnRrF . Biochemistry (1999), 38(44), 14660-14666 

bUUK CODEN: BICHAW; ISSN: 0006-2960 

PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 

Ar^fidentify the aminfacifsequence of the precursor of the Gla-containing 
d d -TxIX, from the venom of the marine snail Conus textile, 
the cDNA encoding this peptide was cloned from a C. textile venom duct 
1 ibrarv The cDNA of the precursor form of s-TxIX encodes a 67 
amino acid precursor peptide, including an N-terminal prepro-region the 
mature peptide, and four residues posttranslationally cleaved from the 
? terminus To determine the role of the propeptide in y-carboxylation, 
pepuSes were designed and synthesized based on the propept.de sequence of 
the Gla-containing conotoxin s-TxIX and used m assays with 
the vitamin K-dependent y- glutamyl carboxylase 

from C. textile venom ducts. The mature acarboxy peptide ^xIX 

was a high KM substrate for the y-carboxylase . Synthetic peptides 

based on the precursor c-TxIX were low KM substrates 5 |iM) if 

th leptid": included at least 12 residues of P-P^^rSucin™ 

-12 to -1. Leucine-19, leucine-16, asparagme-13, leucine 12, leucine 

and leucine-4 contribute to the interaction of the pro-oonotoxin 

with carboxylase since their replacement by aspartic acid increased the KM 

substrate peptide. Although the Conus propeptide and the 
proP^tiSes of the mammalian vitamin K-dependent proteins show no obvious 
Sequence homol., synthetic peptides based upon the structure of 
nro-e-TxIX were intermediate KM substrates for the bovine 
^rhnvvlase The propeptide of s-TxIX contains significant 
a-heiix as 'estimated by measurement of the CD spectra, but the region 
of tne propeptide that plays the dominant role in directing carboxylation 
of tne propeptide y y hol i r ^i structure. These results indicate 

does not contain evidence of helical structure. me huriT . n „ hnh1c 
that the y-carboxylation recognition site is defined by hydrophobic 
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residues in the propeptide of this conotoxin precursor. 
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This invention relates to relatively short peptides about 25-40 residues 
S length ihLh are naturally available in minute amts in the venom of 
the cone snails or analogs to the naturally available Prides, and which 
include three cyclizing disulfide linkages and one or more y- 
carboxvqlutamate residues. More specifically, the present 
in^ion is directed to Y -conopeptides having the general formula: 

CvS-^s-Ser-Lnier-Cys-Asp -Xaa6-Cys-Xaa7 (SEQ ID NO: 4) as described 

herein; or having the general formula: Xaal-Xa ^^Tr-trvs-A 
Xaa4-Phe-Xaa5-Cys-Thr-Xaa6-Ser-Xaa7-Cys-Cys-Ser-Asn-Ser Cys A 

sp-Gln-?hr-?yr-Cys-Xaa8-Leu-Xaa9 (SEQ ID NO:5), as described herein 
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A conotoxin from Conus textile with unusual 
posttranslational modifications reduces presynaptic 
Ca2+ influx 

Rigby, Alan C; Lucas-Meunier , Estelle; Kalume, Dario 
E ; Czerwiec, Eva; Hambe, Bjorn; Dahlqvist, Ingnd; 
Fossier, Philippe; Baux, Gerard; Roepstorff, Peter; 
Baleja, James D . ; Furie, Barbara C; Furie, Bruce; 
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Proceedings of the National Academy of Sciences of the 
United States of America (1999), 96(10), 5758-5763 
CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 

Auf * English 

Sone snails are gastropod mollusks of genus Conus that live in 

tropical marine habitats. They are predators that paralyze their prey oy 
Section of venom containing a plethora of small, conf ormationally 
constrained peptides (conotoxins) . We report the 
identification, characterization, and structure of a y- 
carboxvolutamic acid-containing peptide, conotoxin 
r-TxIX isolated from the venom of the molluscivorous cone snarl, 
Conus textile The disulfide bonding pattern of the four cysteine 
residues an unparalleled degree of posttranslational processing including 
bromination, hySroxylation, and glycosylate, define a family of 
conotoxins thar may target presynaptic Ca2 + channels or act on G 
protein-coupled presynaptic receptors via another mechanism This 
conotoxin selectively reduces neurotransmitter release at an 

?„o-diman=i"al IB MR spectroscopy, identifies an electrons patch 

I'*—' SSi! Oivcosyiated. 
S onSe'afd hydrSxyLted proline ^o.. - l^o-lix-d^y^photae^-^on 
centered on the brominated tryptophan residue within the constrarnea 
intercysteine region. 
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conantokins, having 10-30 



X2-X4 - 
no acid residues; 
containing 1-12 

p, q = independently 0, 1, with the proviso 
q = 0], referred to collectively as 
amino acids, includrng preferably two or more 
y- carboxyglutamic acid (Gla) residues. The conantokins 
Ire useful for the treatment of neurol. and psychiatrrc disorders, sucn 
anticonvulsant agents, neuroprotective agents or analgesic ^enta The 

* i^JL-r-T ripntide isolated from conus radiatus was laentinea 
r s q H-S-Gi„-0 e a-G a^K-Ma-iye-Met-Aia-Ala-Ola-Lea-Ua-Arg-Ola-Asn-Ile- 
AL"L G y3^1 Y -0 ys -L y3; Vai-A r -0y r T y r-Pro-O H <C^£<^S*£££ 
designated as — t. » R (for ™££»^- 0 /£i£tolcin B derivs. and 
chSfras^Lrpr pared S a„d b Sst.d for NXDA inhibitory activity using , 
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y- Conotoxin-PnVIIA, Ay- 

Carboxyglutamate-Containing Peptide Agonist of 
Neuronal Pacemaker Cation Currents 
Fainzilber, Michael; Nakamura, Takemichi; Lodder, 
Johannes C; Zlotkin, Eliahu; Kits, Karel S . ; 
Burlingame, Alma L. 

Department of Biological Chemistry, Weizmann Institute 
of Science, Rehovot, 76100, Israel 
Biochemistry (1998), 37(6), 1470-1477 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 

f novel y- carboxygluSiate-containing peptide, designated 
y- conotoxin-PnVIIA, is described from the venom of the 
Llluscivorous snail Conus pennaceus YPnVIIA trigge rs caudodorsal 
depolarization and firing of action P° e ^^^afion'or'enhancement of a 
neurons of LY^ea- ^ent that may underly endogenous bursting activity 
in^:"ns° n rne re amino h fci m d a se q uence y of .PnVIIA was determined as 
DCTSWFGRCTVNSYCCSNSCDQTYCyLYAFOS (where y is y- vPnVIIA 

underlv bursting processes in excitable systems, 
unaeriy uuiati ^ P mfTWTsr , noir -a -7 rTTF.n RF.F 
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:\ r- T£ . English , 

Xe^sSm-i^ the 

three-dimensional structure of the con f°^ " ^ + t °S fS-resolution 
two-dimensional 1H NMR -P-troscopy and compared xt to the ^ 

structure of conantokrn G rn the ^sence assignme nts were made by 

(1997) Brochem 36, 6906] • ^ « n the presence of saturatrng 

two dimensional 1H NMR sp ^ ? s ? m ulated annealing methods were 
ufed'to deriie 23 convergent structures from a set of 302 interproton 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 
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^ r p.f ra inta and two torsion angle measurements. A high-resolution 
SSSSerSS backbone root mean square deviation to the geomet ri c 

average of the 23 structures of 0.610.1 A, contain, a Ixnear 
a-h.lL from Gl^Lj. 15- ^ «■ xda « 3, , 10, ^^gorl**. 
alxgned xn a Ixnear array on one ions in conant okin G, and the 

^G ^^fljd by "oi k .si r lation U on binding of 
r a ?+ i-n v- carboxyglutamic acid, conantokxn G undergoes a 

£ra^ 
Tal-fm-cSo^ 

hydrophobic amino acids ^RE^rT^ TED REFERENCES AVAILABLE FOR THIS 
REFERENCE COUNT : 37 RECORD ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



1997:614601 HCAPLUS 
127:258791 

Three-Dimensional Structure of a y- 
Carboxyglutamic Acid-Containing _ _ 

Conotoxin, Conantokin G, from the Marine Snaxl 
Conus geographus: The Metal-Free Conformer. [Erratum 
to document cited in CA126 : 3024 96] _ 
Rigby, Alan C; Baleja, James D.; Furxe, Barbara C, 

Marine Biological Laboratory, Woods Hole, MA, 02543, 
USA 

Biochemistry (1997), 36(40), 12394 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 

S5U Disccssicn, thfco-ent that differences in the ajcondary 

in independent studies of th, ; aP°™"- ^ L incorrect since 

form of conantokin G that lacKs me ^ LeiUU „, H1 T and 

J * ULUl _ , , „ i r DmrnV M Warder, S. £j . , Dianai, i., Quu 

SStSSiT r^^r^^ l&»3«.5 is abated at the 
C-terminus . 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 
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HCAPLUS COPYRIGHT 2004 ACS on STN 
1997:329336 HCAPLUS 
126:302496 

Three-Dimensional Structure of a y- 
Carboxyglutamic Acid-Containing _ 
Conotoxin, Conantokin G, from the Marine Snail 
Conus geographus: The Metal-Free Conf ormer 
Rigby, Alan C; Baleja, James D.; Furie, Barbara C, 

Furie, Bruce , fcJI _ noi;n 

Marine Biological Laboratory, Woods Hole, MA, 02543, 

USA 

Biochemistry (1997), 36(23), 6906-6914 
CODEN: BICHAW; ISSN: 0006-2960 
American Chemical Society 
Journal 

English , 
'iv aain insiaht into the role of y- carboxyglutamic acid 
lo gam insiyiiu ,. H nprytide. we determined the 

^^i».r.^r.^ I "^?3Sn d c'b, IB »«. and ce„p,red its 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



Search completed by David Schreiber x22526 



Kam 10/092,367 



two-dimensional 1H MR spectroscopy in the absence SLtance 
cross-pea.s da B d»» and »P™« J Jt rpro to ^"-^ ^ 

S'SSiSi J" . rln S P «,.L g eo»etry and si„ul,ted annealin, 
trifle used to aeii- 20 converoent sttuctoies fr» a set^of 227^ 

SSSSTS^S'SS ^etric^eraje JSITfSl structures is 0 .±0.1 
backbone rmsa ^ f structured region commencing at Gla 3 

A. Conantokm G consists o a structure includes a partial loop 

and extending through arginine 13. This structure i mine 

centered around Gl a 3 a ^ G a 4, a ^°^ lv g g Gla 10 , leucine 11, and 

PT-£^teE ^T^t^ =loed o £ 

possesses structural elements similar to those seen in tne 
disulf ide-linked conotoxins . 
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ACCESSION NUMBER: 1996:158001 HCAPLUS 

DOCUMENT NUMBER: ^"pecLometric-based revision of the structure of 

TirLt: a cysteine-rich peptide toxin with y- 

carboxyglutamic acid, TxVIIA, from the sea 

snail, Conus textile M .. hapl . 

AUTH0R(S): Nakamura, Takemichi; Yu, Zhonghua; Eamziler, Michael, 

Burlingame, Alma h . 

CORPORATE SOURCE : Dep. ^a^aceutical C^istty Omv. California, San 

Francisco, CA, 94143-U44b, usa 
QnnRCF • Protein Science (1996), 5(3), 524-30 

S0URCE - CODEN: PRCIEI; ISSN: 0961-8368 

PUBLISHER: Cambridge University Press 

DOCUMENT TYPE: Journal 

LANGUAGE: English HH toxin employing some of 

AB The authors have recently --^f/^f^^^^^'lhra^h'ors now report a 
the most novel techniques m mass spectrometry on _ induce d 
revised structure base prjjan y on h igh jnergy coll pyridinylethyl 
dissociation anal, of the two Aspl N pep ma trix-assisted laser 

side reaction of reduction and alkylation, which x ^ to t 
assignment of .Trp for the N-termna residue : g a^on, th^ 
C-terminal amino acids »^he C terxninal a ^ spectrometry and p 
Also, a combination of electro p y ided info rmation on the mol . wts . 

and neg. ion MALDI mass spectrometry y nresence of two G la residues, 
of the native and derivatized toxin and Presence or reported, 
Thus TxVIIA does not have an "unusual" sequence as previously 
hut in fact belongs to the conserved Cys framework for a>- and 

conopeptides . 
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AUTHOR (S) : 
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AB 



124 : 30339 . . , 

Synthesis and disulfide structure determination of 

conotoxin GS, a y- , 
carboxyglutamic acid-containing neurotoxic 

Nakao%asayuki; Nishiuchi, Yuji; Nakata Makoto; 
watanabe, Takushi X.; Kimura, Terutoshi; Sakakibara, 

Shumpei 

Peptide Inst., Inc., Osaka, 562, Japan 
Letters in Peptide Science (1995), 2(1), l/-^b 
CODEN: LPSCEM; ISSN: 0929-5666 
ESCOM 
Journal 
English 

Conotoxin GS, a y- carboxygl utamic acid d regidues w±th 

(Gla) -containing neurotoxic Peptide W^ed ° & synthesized in 

one Gla residue and three mtramol. ^sulfide bonas y 
solution by the Boc strategy, using the cycl °hexyl group p 
Y , y -dicarboxyl functional side chain of the Gla residue^ A 
of the protecting groups were removed by the HF proc edu r ^ ^ 
synthesis, the Gla residue was comp letely stab le and no ^ g 
product was observed The f ree peptiae ^ J presence of reduced 

reaction. The reaction proceeded almost ^ n the p absence of 

and oxidized glutathione; however n . product was formed^ ^ 
redox reagents concomitant "^he forjat ^ ^ identical to natural 

those of other «,- conotoxins. The ^ without redox reagents was 

obtained during the oxidative folding "action wit res idue and the 

determined in the same manner. Jo clarify the role or 

disulfide ^lt s ^ and 

thrSurotoxic ac ivifies and CD spectra of these peptides were compared 

tne neuiuLUAi^ disulfide isomer. The 

with those of conotoxin GS and its disul re ^ necessary for 

results showed that the correct aisui of t he Gla residue was 

expression of .the toxicity; however the P^^^-dependent 
not a prerequisite for both tne acLivity 
conformational transition. 
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AUTHOR (S) : 
CORPORATE SOURCE 

SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

AB Substitution of 
residues as well 



HCAPLUS COPYRIGHT 2004 ACS on STN 
1993: 619430 HCAPLUS 

Polyamine-like actions of peptides derived from 
conantokin-G, an N-methyl-D-aspartate (NMDA) 

Chandierfpaulette; Pennington, Michael; Maccecchini, 
Maria Luisa; Nashed, Nashaat T . ; Skolnick Phil 
Lab. Neurosci., Natl. Inst. Diabetes Dig. and Kidney 
Dis., Bethesda, MD, 20892, USA 9( :o ( o^ 
Journal of Biological Chemistry (1993), 268(23), 

1 7 1 7 3 — 8 

CODEN: JBCHA3; ISSN: 0021-9258 

Journal 

English 

the hiahly conserved y- carboxyglutamate *. n vir>-r 
as modification of the N and C termini of conantokm G 
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these derive T y rO-oo„antohn-G "^^^^^^ described 
exhibiting P" 1 ^ , ' h sp t , ine ^ CD studies demonstrate 

" ^ntiiian? ^neUc.1 content in consntohin-G (21 1 in aqueous . 
SoSSS this a-nencitv is "»t sufficient toe the an a ? o„t 

action of the ^tP^.fi^S^SS^l.*... The modified 
the polyamme-like behavior 01 s report should be useful probes for 

°™ ml »i„ g n tL d fOtr;f d ooth1: d ¥ a„i„es 3 snathe poiyamine recognition site in 

the operation of the NMDA receptor complex. 
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ACCESSION NUMBER: 1992: "f n ° HCAPLUS 

DOCUMENT NUMBER: Moliusk-specif ic toxins from the venom of Conus 

TITLE ' textile neovicarius u= o=™ Arik- 

author ( S ) * Fainzilber, Michael; Gordon Dalxa; Hasson, Ank, 

AUTHOR (S). spira, Micha E.; Zlotkin, Eliahu 

7ml Hebrew Univ., Jerusalem, 91904, Israel 
CORPORATE SOURCE : ^pe» jouSS of Biochemistry (1991) , 202 (2) , 

SOUKOb: 589 _95 

CODEN: EJBCAI; ISSN: 0014-2956 
DOCUMENT TYPE: Journal 

LANGUAGE: Englis h + nara i v H c activity to mollusks, but 

AB Three peptide toxins exhxbxUng s P a puri fied from 

with no paralytic effects on arthropods or verte ' from the Red 

the venom of the molluscivorous snail C -textile neo _ 
Sea. The amino acid sequences of these mollusks specmc 
TxIA WCKQSGEMCNLLDQNCCDGYCIVLVCT (identical to the so called ki g 
peptide) ; TxIB, WCKQSGEMCNVLDQNCCDGYCIVFVCT ; TxIIA, 
WGGYSTYCyVDSyCCSDNCVRSYCT (y = £ q£ fche Cys frame work of 

SS^n^S-i T^^^* ^ven number of 
net n^-^^^^f highly unusual for oonotoxxns. When 
Cys residues m TxIIA are ni y' 1J -y ^„ rnnC! all 3 toxins induced 

is d e°d4oSS d t-fSd d e is o S^-ta-^s^ 

, . ' HoQ n f niscivorous venom conotoxins, inebti , 
activities ox piscivuiuu ^.^r^p serve as new and 

SiS^SiS rorTon-channei SS' in molluskan neuronal systems. 
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ACCESSION NUMBER: }?!°i 4 °f 14 

DOCUMENT NUMBER: rn^ntokin-T A y- carboxyglutamate 

TITLE : Containing peptide with N-methyl-D-aspartate 

Haacr n juiie C A!fRLier, Jean; Parks, Thomas N .; Mena, 

pit ; cr uni; issr&i Siratyf^TSSi;: - 

CORPORATE SOURCE: epical Chemistry (1990), 265(11), 

SOUKOt: 6025-9 

CODEN: JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE: Journal 
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LANGUAGE^ 2 i_ am ino acid peptide which induces sleep-like symptoms in 

vounq mice, was purified from the venom of the fish-hunting cone _ snail, 
rrZl tulioa The amino acid sequence of the peptide was determined and 
verified oy chemica? synthesis, ^he peptide has 4 residues of the modified 
amino acid! y- carboxyglutamate (Gla) . The sequence of the 
oeSide is' Gly-Glu-Gll-Gla-Tyr-Gln-Lys-Met-Leu-Gla-Asn-Leu-Arg-Gla-Ala- 
G?u-iai-ivs-Lys-Asn-Ala-NH2. Conantokin-T inhibits N-methyl-D-aspartate 
(NMDA? receptor-mediated Ca influx in central nervous system neurons 
iike conantoSn-G (a homologous Conus peptide with recently identified 
nmSa antagonist activity), conantokin-T has NMDA antagonist activity A 
seSence comparison of conantokins-T and -G identifies the 4 Gla residues 
and the N-terminal dipeptide sequence as potential key elements for the 
biol. activity of this peptide. 
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ACCESSION NUMBER: 1988:487806 HCAPLUS 

DOCUMENT NUMBER: 109:8780 6 ^ .^.^ from 

TITLb - geographus: purification, structure, and 

pharmacological properties _ 

AUTHOR(S)- Yanagawa, Yuchio; Abe, Teruo; Satake, Mei; Odam, 

AUTH0R(S) " Shoji; Suzuki, Junichi; Ishikawa, Kuchi 

CORPORATE SOURCE: Sch. Med NiigataUnivNiigata Japan 

annvrv- Biochemistry (1988), 27(17), bZbb fc>z 

S0URCt " CODEN: BICHAW; ISSN: 0006-2960 

DOCUMENT TYPE: Journal 

ivl-Cvs-Ile-Giy-Ala-His-Gla-Asp-Val (Gla = 4-carboxyglutamic 

acid? in competition expts . , CGS inhibited the bindings of 
p^Lys-tetrodotoxin ( [3H] Lys-TTX) and ^ propionylconotoxin GIIIA to 
Lectrophorus electricus electroplax membranes - with Ki values of 34 
24 nM, resp. CGS inhibited the binding of [3H]Lys TTX (1 M ^ 
skeletal muscle homogenates with a median inhibitory concenrra 2 

inhibitors as TTX, saxitoxin, and ^ cono ^ . Altho ugh 
in the sequences of CGS and n~ conotoxms is very limited. 
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DOCUMENT NUMBER: ^^for "sleeper peptide" (conotoxin GV) 

Ti and other CLA-containing molecules „ , . , 

rrav w r ; olivera, B. M . ; Cruz, L. J.; Rivier, J. 
AUTHOR (S : Gra V' w - ' rl nn-U q=it Lake Citv, UT, USA 

co_ source, b o : d 0eP h . m »- y E&.f-EjSWi,., l05 -13 

S0URCE - CODEN : PECHDP; ISSN: 0388-3698 

DOCUMENT TYPE: Journal 

LANGUAGE: English osteocalcin, and 

AB Conus Snail sleeper peptide (^^ u ^ a ^ ^Sres In their y- 
blood-clotting proteins share some strucimax 
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carboxvglutamate (Gla) -containing segments. Gla residues are embedded 
in regions that intrinsically tend toward a-helical and are 
restricted to 1 side of the helix. It is proposed that Ca2+ binding 
occurs preferentially between 2 Gla residues on adjacent turns of the 
helix, stabilizing it against electrostatic disruption. The 
a-helical form is suggested as the biol. active conformation, 
whether the peptide acts as a monomer or dimer, or whether it acts 
directly as a receptor or via binding to phospholipid membrane surfaces. 
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ACCESSION NUMBER: 1988:1901 HCAPLUS 

DOCUMENT NUMBER: 108:1901 , 

DOCUMhNi nun Totai synthesis and further characterization of the 

y- carboxyglutamate-containing 

"sleeper" peptide from Conus geographus venom 
AUTHOR(S): Rivier, Jean; Galyean, Robert; Simon, Lajos; Cruz 

AUTHuk ( o ; . Lour des J.; Olivera, Baldomero M . ; Gray, William R 

CORPORATE SOURCE: Clayton Found. Lab. Pept . Biol., Salk Inst., La Jolla, 

CA, 92037, USA 

qoT1RrK . Biochemistry (1987), 26(26), 8508-12 

CODEN: BICHAW; ISSN: 0006-2960 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

Ile-Arg-Gla-L y s-Ser-Asn-NH2) from C. geographus is described A new 

strategy for the synthesis of the acid-sensitive peptide amides was 

developed, which allowed complete deprotection and cleavage of the 

t ell- containing peptide from the 2, 4-dimethoxybenzhydrylamme resin 

Syn hetifrieepL^ptide, after preparative HPLC purification was identical 

„L h t-hP native peptide by all criteria (coelution expts. on HPLC, 

e anal!? anS biol . Activity) . In addition, a developmental switch m 
the behavioral symptoms induced by the peptide after intracerebral 
aSinisStion in mice was documented At low doses of the peptide (4-30 
nmol/a) a sleeplike state was induced in mice under 2 wk old, in 
contract, olde/mice became markedly hyperactive. It is proposed that, m 
the oresence of Ca2+, the sleeper peptide assumes an a-helical 
configuration in which all the Gla-residues are located on the same side 
of the a-helix. 
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